statement 17 We describe a novel set of caspase sensors that directly detect early caspase activation. 18 The exclusive features of our reporters uncovered unknown stages of apoptosis and 19 properties of caspase-activating cells. 20 21 22 ABSTRACT 23
INTRODUCTION

39
The cysteine-dependent aspartate proteases, commonly known as caspases, are the major 40 regulators of apoptosis, but also decisively modulate other essential biological functions 41 independent of apoptosis (e.g. cell proliferation, cell differentiation and cell migration) (Aram 
Apical nuclear migration in pre-apoptotic cells uncovered by DBS-S 155
After completing the basic characterisation of DBS-S in fixed samples, we analysed the 156 performance of the sensor in live tissues. DBS-S readily identified apoptotic cells in imaginal 157 discs filmed ex-vivo upon irradiation (Movie S1). Strikingly, we observed that most of the 158 GFP positive nuclei aligned to the apical surface soon after irradiation (Figs. 2A, Figure S2C , 159 Movie S1, S2 and S3). This movement was tightly correlated with the apical accumulation of 160 actin ( Fig. 2A , Movie S2 and S3). Indeed, the contraction of actin bundles appeared to pull 161 the nuclei up towards the apical cell cortex, whilst the nuclei kept accumulating the GFP 
180
Sensitivity of DBS-S to apical caspases and P35
181
Although dronc is considered the main apical caspase in Drosophila, other initiator caspases 182 (dredd and strica) could also contribute to Drice activation. To 
196
(an activator of JNK-signalling) and Hid, as inducers of the apoptotic program. Since P35 197 acts downstream of dronc, it did not prevent the nuclear import of GFP (Figs. 3C and 3D).
198
As expected, this indicates that DBS-S is insensitive to inhibitors of the effector caspases.
199
Additionally, it supports the notion that DBS-S cleavage is specifically mediated by apical 
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DBS-S-QF: a temporal caspase reporter that allows the genetic manipulation of
354
MATHERIAL AND METHODS
356
Fly Strains and experimental genotypes.
357
All fly strains used are described at www.flybase.bio.indiana.edu unless otherwise indicated.
358
All of our experiments were carried out at 25°C unless otherwise indicated. Full description 359 of experimental genotypes:
360
[w,Tubulin-DBS-S; UAS-hid (BL65403) /spaltEPV-Gal4 ( Figure 1C) ][w; UAS-Hep.Act (9306),
361
Tubulin-DBS-S /spaltEPV-Gal4 ( Figure 1C) 
